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This study compared early bone marrow trans-
plantation with conventional androgen therapy
for patients with severe aplastic anemia. Early
transplantation more effectively restored normal
bone marrow function and descreased the acute
mortality of severe marrow aplasia. [TheSC!® in-
dicates that this paper has been cited in over 155
publications.]
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In 1973, as a hematology fellow with
David Nathan, I attended a session of the
Polycythemia Vera Study Group devoted to
aplastic anemia. Many speakers suggested
studying the comparative efficacy of differ-
ent androgens. Iasked Dr. Nathan to suggest
that the most important issue was not a com-
parison of androgens but rather whether or
not androgens were effective. A distin-
guished gentleman on my other side there-
upon suggested that if I was convinced of
this I should write such a study myself. Be-
fore I could respond, “Who are you?”, Dr.
Nathan introduced me to Dr. E. Donnall
Thomas.

The randomized study that emerged was
to compare the efficacy of treatment with
supportive care (antibiotics, transfusions)
alone versus supportive care plus eitheroral
or intramuscular androgen. Because the
Seattle team had encouraging results with
bone marrow transplantation,
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patients
who had a histocompatible sibling donor
could receive a marrow transplant or beran-
domized as above.

Since bone marrow transplantation would
destroy a patient’s residual “normal” bone
marrow, we wanted to limit our study to
aplastic anemia patients who had more se-
vere disease. However, review of previous

reports suggested a multiplicity of possible
prognostic criteria. I decided that any defi-
nition of severe aplastic anemia should be
simple and reproducible. Peripheral blood
criteria were chosen below which patients
would have an increased risk of fatal bleed.
ing or infection. The criterion for decreased
red-cell production was a reticulocyte count
corrected for the hematocrit rather than the
uncorrected count as in previous studies.
Bone marrow criteria were included primari-
ly to rule out underlying diseases.

Early in the study, it became apparent
that, compared to nontranspiant regimens,
early bone marrow transplantation more ef-
fectively restored normal marrow function
and decreased the acute mortality of severe
aplastic anemia. The short-term survival ad-
vantage persisted with longer follow-up.
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We also noted that androgen therapy did
not improve prognosis in nontransplanted
patients with severe aplastic anemia.

I believe that this paper has been cited
frequently for several reasons. First, the
demonstration that bone marrow transplan-
tation was superior to standard medical
therapy stimulated an enormous expansion
of interest both in bone marrow transplanta-
tion (a new therapeutic tool) and in aplastic
anemia (now a treatable disease). Second,
the criteria for severe disease defined a
group of patients with high mortality (75-80
percent) despite conventional medical care.
These patients are prime candidates for
bone marrow transplantation or for investi-
gations of other innovative therapies. In ad-
dition, use of standard criteria for disease
severity has enabled more meaningful com-
parison of laboratory and therapeutic
studies at different institutions. Finally, the
suggestion, subsequently confirmed,
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androgens are not effective therapy for se-
vere aplastic anemia removed an enormous
impediment to investigation of new ther-
apies. Use of bone marrow transplantation
or antilymphocyte globulin as initial treat-
ment of severe aplastic anemia now results
in 50 to 90 percent long-term survival
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comparison to only 20 percent survival at
the time the study reported in this paper was
begun.
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